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WHAT IS CLAIMED: 

y 1 A method for blocking the interaction of an integrin with a 

.«,nrJ.inff the Step of contacting an integrin having a 
5 phosphory.a,ed,yrosin.U,*e.ytop.asn,.cd ...of*^ which bloCs 

binding of said signaling partner to said integnn. 

, Theme.hodofclain.lwh«ei„saidagen.b.oc,.thebindingof said 

K„ ..lectivelv binding to the phosphorylated cytoplasnuc 
10 integrin to said signaling partner by selectively bmtimg 

domain of the p subtaut of said integrin. 

3 Thetnethodofdaiml— saidagentbloCthebindingof satd 

_.tegr.tosaidsigna.^gP-«''y3elecUvelybinding.osaidsignalingpar.n«^ 

Then,e0.odofclai.n3whereinsaidagcntisaphosphotylatedpept.de. 

5 ' T.en>e.hodofciaim4whcreinsaidphosphoryla,edpeptidehasan 
. .sea«encese,ectedfton..hegroupconsistingofthese<,t»ncespresented>n 
-"so^-^ss^i— toge.er..^».andvarian.. 

, Uen.e.hodofclain,lwhereinS3idin.egrincon.prisesaMub>^. 
3elected^,nthegroopcon.istingof.he.U-2.P-3.M.H»a.7sub..t. 
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7 The method of claim 1 wherein said signaling partner is selected from 
,,.^oup consisting of.he.c-familyof.yrosine^ua.esandthenon-.c-fan,ilyoftyrosine 

kinases. 

8 The method of claim 7 wherein said tyrosine kinase is selected from 
thegroupconsistingofthep60c-.«,p561yn.p59>ntyrosineldt,ase,Gnb2andShc. 

9. Themethodofdaimlwhereinsaidblockingreducescellular 
aggregation of an integrin expressing cell. 

,0. Themethodofclaimlwhereinsaidblockingreducescellular 
attachment of an integrin expressing cell. 

„. Themethodofdaim 1 wherein said blocking reduces cellular 
15 ' migration ofan integrin expressing cell. 

A^ethodforreducingtheseverityofpathologicalstatemediatedby 
integrinsignaliiigcompriaingtheiiethodofclaiml. 

,3 Themethodofdaim nwhereinsaidpathologicalstateisselected 
ftom,hegro.,consis,ingof.hrombosis,inflammatio.,a„dtumorme.astasis. 

/h AmethodforidenVinWntswhichblocktheinteractionofan 

a) incubating a peopelcaiflpnsmguicF y 
domainofth.^subuMtofsaidinteiwilV^'-^''-^'-"-^'^'^-'*'"'-"'^ 



• 
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b) detV^ng whether said agent blocks the binding of said signaling 
partner to said peptide. 

15 The meth\d of claim 14 wherein said peptide comprising the 
5 phosphorylatedcytoplasmicdomlnofthepsubunitofsaidintegrinissel^^^^^ 

group consisting of the p-1, P-2, A^S, P-6, and^ubumt. 

1 a\ ,w 



16. The method oidJaim 1^ 



phosphorylated cytoplasmic domz 



— ''to saXd peptide comprising the 

of saidWgrin comprises an amino acid 



ylateacyiopia»""^"""""'-\T-^ \ ^ , ^ j 



10 sequence 

8 of this specification, together * tl 

17 The ; 1 of clainTAwherein said signaling partner is contained in 
an extract ofacell which exp4s an integrinygaphosphorylated tyrosine inthe 

15' cytoplasmic domain of the Psub"""'- 

18. Themethodofclaimnwhe^saidextractofacellispreparedfrom 
a cell selected &om the group consisting of platelets aJid leukocytes. 
^„ 19. ThemethodofdaimlSwherein^cellisactivatedpriortothe 

preparation of said cell extract. 



20. 



The method of claim 1 9, wherein said p\elets are activated with 



thrombin. 



25 
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/21 Xethod to identify integrin mediated signaling comprising the step 
of detenttining whether .hyplasnucdoma.nofsaidi^^^^ 

22. The meaisd of claim 21 comprising the steps of; 
a) preparing^xtract of a cell expressing an integrin, 

electtophoresi^said extract using SDS electrophoresis, and 
e) analyzing said el\ophores«l sample to determine whether the P 
subunit of said integrin is phosphotylated. 

23. The method of claim 22 ^in an anti-phosphotyrosine antibody is 
used in the analysis step c). 

/24. Amethodtoidentifyanintegrinsignalingparmercomprisingthesteps 

p^paringanextractfromacellwhichexpressesanintegrin, 
tncubatingsaidextractwithapepUdecomprisingthephosphorylated 

botmd said signaling parmer from d>e mixture of step (b). 

,5 Themethodofclaim 22, wherein said phosphorylated cytoplasmic 

.....anaminoacidse^uenceselectedfromthegroupco.^^^^ 
presented inExamples2and4-8 of this specification, together wtth fragments and 

26. Tl,eme.hodofclaim23wh.«insaidphosphorylat«lcy.oplasmic 
domain is immobilized on a solid support. 



of: 
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hi Anisolated peptide consisting essentially of an amino a<=id sequence 
selected ftom the group consisting of the sequences presented in Examples 2 and 4-8 of this 
specification, together with fragments and variants. 

28. The peptide of claim 27 whe«inone or more of the tyrosine residues 
in said amino acid sequence is irreversibly phosphorylated. 

29, A method for treating pathological conditions, comprising: 
the administration of die peptide of claim 27, 

wherein the condition is selected ftom the group consistingofacute coronary 
syndrome,myocardialinfarctio„,uns,ahleangina,refiac.oryangina,occlusive^^^ 
Lhusocct^^PO— ^t'ctherapyorpost-corottaryangioplas^^ 
: „e.ia..dcerehrovascularsy„drome.embolicstrolce,thr„mhoticstroU .^^^^^ 
.nac.cs, venous thrombosis, deep venousthromhosis, pulmonary embolus, coagulopathy, 

disseminated intravascular coagulation, ti^omhotic thrombocytopenic purpura 
thromboangiitis obliterans, thrombotic disease associated withheparin-mduced^^^^ 
thrombocytopenia, ■hromboticcompllcationsassoclatedwlthextraco.porealc.^^^^^ 
ti^mboticcompUcationsas«Kiatedwithinstr».entationsucha,cardtacoroth^^^^^ 
.ntravascular catheterization, intra-aorticballoonpump. coronary st^ttorcardtac valve, and 

conditions requiring the fitting of prostiietic devices. 



